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^ _0H, -0-R°, -0-Cd-R°> -NH2, -NR^-R°> -CN. -NO2, -CHO, -CONH2, -CONR^-R°, -CO2H 
s -C02-R\ -CO-R\ -NR«-CO-R\ -NR«-C02-R°, -0-CO-NR^-R\ -SH. -S(0)p-R°, -8(0)2 
-NH2, -S(0)2-NR^-R^ -NR^-S(0)2-R°> -R°°-0-CO-R\ -R°»-NR«-R\ -R^'-CN, -R°.'>-C0N 
H2. -R<*°-C0NR*-R°. -R°°-C02H. -R°°-C02-R°, -R°''-CO-R^ -R^'^-NR^-CO-R", -R^^-NR^- 

co2-R\ -ro^-o-co-nr^-r^. iyi7UT)v^}vy^\t^m.mmn^7-'a^. ^^{zmm-^mm 

$m^7-umt. Mt;!^^;^^ -oh, -O-r^ -nh2, -nr«-r°> ^.r^^^v (=0) ii^hM 
R° : ^L< {iSvn-^^joT. -OH, -0-Ci-4 7;i^^;^, -nh2> -nr^-Ci-4T;v^;v, 

R°° : |wi-^t<{±i:vncM^:oT, 'KjgtTJi'^i':' ; 
p: o, \jL\i2; 

n : 0, 1X{42 ; 
m : OXtil 5 

R^S.yT?* : |WI-Xf±2V>irM^oT, -H. -R°, ^^v^y. -OH. -0-R°> -NH2, -NR^-R°, 
-NR^-CO-R\ -O-R^^-OH, -O-R^^-O-R^, ->> o T;!/^;!^, "^^^l&^q'N-r n^, igv^fiR^ 
:S:yT{*)ii^-#i:«:o-C, :t^V (=0) , =N-OH, -N-0R"> SU'x h 9 Kd 9 - V 
>5»^S*?$tL^S*^^tT^) J; < , igv^{4R^S.yTl«/{i«-#:i:^oT, -0-> -S(0)p-> -N 
R6_;g_yf_CONR^-y6^ibSf^$tt^ 1 ~ 2 ^O^-Cff^f^ ^^Tv^T J: v>®igtT;V^ > =Sr?^ 
^ t> It-^t-aCir,^ 1 1 ^) 3 ~ 8 LT ^> J: ; 

Z * -NH— * 

r3 : -Hx'fiR" ; :5.t>' 

^RXn^ : |WI-Xi±5:vn'M^roT, -H. -R\ -C02-R\ -CO-R\ igv^iiR^ZtOT^ 
ii^^oTH-liffi^^J^^L, R*25.t>'R5/{'^^'&Lrv>;5-N-C-Z-3fe.t t liS^^x nlt«r5^^ 
LT«>J:<, COt^ZtiMt^, -0-XiiS--e$>oT!{) J: <, ^^5Mm{±MT;v^;W - 
OH. -O-R", -NH2, -NR^-R", S-U^^ + V (=0) ;6>e> ^'2)l~2«Ogm^-Cfim$itT</>-C 
1^ iv^o ) 
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10 0 0 1] 
[0 0 0 21 

■r-SC: 1 75*^1^ $^"CV»^o t-f. 5-HT (•fenh->') m<D^^^MmM<^ffmiiZ i 

j^m^^^mt^tLtzmma. ^mmt^mm^'-^^il^^o m^a^^&mi-^fwmKm 

fL^i t76^Fp1St:5:^TV^;z,(J. Neurol. (1991) 238. S45-S52)o ^mt^-mH. 5-HT$ 

o 5-HTi 5-HT7 (DV-^xDy 7 < V - iZ^m^tl> # IC5-HT2 ^S#{±5-HT 

2A. 5-HT2B]5.0^5-HT2cOH«^O-9-7*^-f T'Tj^^f^tLTV^a (Pharmacol. Rev. (1994) 46 
, 157-203)0 JtlllS<^l&^t-C>V^T{4i05-HT:**^< Wt)oTV>-5,i t:d?^l^$^x-rv>^ 
(Headache (1994) 34. 408-417) o ^ hK^.S-m^^i^tSm^'^m^^-t^mMiJmmmo 
fm^zmMX^&9■•it)m^■^i^X\^^^{?roe. Drug. Res. (1998) 51. 219-244)o 
[0 0 0 31 

y ^ r/^^ h ■;/ hmCPPfll&^mM^lie^iffi WJI"^ t (Cephalalgia (20 

03) 23. 117-123). sssLm^mm±Km^t^5-m2B^^mimmm'k^\^m^L. mnE. 

XmmTf)^hff)CGRP^'^zr:^i^>7.monm^'f'^h'(Dmmi:^&M-t^^tO. BIoI. Che 
m. (2000) 275. 9324-933K Circ Res. (1992) 70. 1313-1319) , Mi::. 5-HT2b^^^H 

M^m^j:m^mmi^^^-r^it^m (Rs-127445) ■Ammm<^'^^i^^^^-ri> t(Dm.^ 

Tt)^^:h (D. W. Bonhaus ^, Clustar Headache and Related Conditions, 1^9^ (5IH 
) Oxford University Press (1999). 278-286) o 

tTt. S-my^m-mi^Xmmiz^^L (Neurosci. Lett. (2001) 302. 9-12) , Eisk 
iP¥rl^i;:feV^T5-HTtCi:'5.Jfillfl!z:5itw|8-^L-CV^-5,(Eur. J. Pharmacol. (2002) 439. 
1-11)> m^'^immm.mt^m&mmi&MilFmizm^LXy^y^iRegionaA Anesth. (1996) 2 
1, 219-225) t<Dm^^^^^o 

-is. 5-HTiD> 5-HT2B:fe±0*5-HT7g##ti?!lMlfiLlftc:i¥^E-r'5ii:*»*pPjttTV>;5 (F 

EBS Lett. (1995) 370. 215-221) o 
[0 0 0 41 

fn^commm^-t^ y^-y f^in^M x^^h m-im^^ ^m^m^^tz. 5-HT2 a r Z/5-HT2 c s# 

i^^<Dmmnt)^mm(0'fm^W:iZ:^mm^^&^t^mmLfzm^ (Eur. J. of Neuro 
sci. (1996) 8. 959-967) -^^ 5-HTiA~5-HT7<08@?^O^J-r^ ^ T'^vOtS^IStM-P^gO 

f^'^M t (Dmm^'tm^tz^^. >^m^<^=fwnM^i)^M. h tt-s ^^j k ^ v> ts-ht? 

W^(D^mil^Uibhil^t<DWL-^ (Proc. West. Pharmacol. Soc. (1998) 41, 247-251) 

75**So t55»L!it3&*fe. ^fih<r>m.^izm\'^hfix\i^h^mt^^\t^<o^^mznLx 
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[0 0 0 51 

tL t -C IC5-HT2B W '5: jg-g-iS^lIlt «r ^-t ^ 5-HT2 b ^S'P^M^'ft'^ife 

5-m2iim^&^t^mt^m tvi^sit i>) ^mhfixis^. mK.it. Rs-i27445(Brit 

ish Journal of Pharmacology (1999) 127, 1075-1082), LY-266097 (J. Serotonin Res. 

(1996) 3, 131) . SB-200646 (J. Med. Chem. (1993) 36. 1104) . SB-204741 (J. Med. 
Chem. (1995) 38. 855) x SB-206553 (J. Med. Chem. (1996) 39. 2773) , SB-221284 (9 
th RSC-SCI Medicinal Chemistry Symposium (1997) PI (Poster). 7 Sep) ^if^m^fhfi 

tfz. 5-m7^mmzMm&^^£^^mmi^t^5-m7^mm^m\:^m mr. s-ht 

iMISimm^it^ll^t^U-ti-) **ftlPjttTi3i9. m^it. DR-4004 (J. Med. Chem. (199 
9) 42. 533) X SB-269970 (J. Med. Chem. (2000) 43. 342-345) m^t^mfhfi^c 
±|B5-HT2 B ^^^aiJjSirt'fk^i^S t>'5-HT7 fitJjgtru'fk-^!^ K^tVi^^V ^ M1r ^ 

[0 0 0 61 

TIB-J^^ (II) tr^$tL;S.7v>'i-^T-v>^~^#*WA}g^{^ffl5r;rL. ^-lliiiSr 



XT' 

(11) 



1 0 0 0 7 1 

^fz. Tifi-j^^ (III) -es^tt^Hi^m-fk^WNO'&^^^iawfS'tt^^t-^^ 

* * ^ :B -CSitTJ*^ ^: * o 

[-fbs] 



\— X— Y— <P— hr 




R^ 




r' 



A— X— Y— <P— rr ^NHa 
(III) 

(^tf, 4>t±ife>^Xt±7^-i-:^^,' B(±-CH2-N02. 7;v^^^^> 7';-;^SX^±NR'^R 
0-^) , -(CH2)m-^> W{4^«Li:V»*N jft-^, sm^X^±^JR^^ R*~R^{47K# 

[0 0 0 81 

\m^-Xn.\ \ iII^<Z^gi^99/20599■t^^•^7^'y b 

■ [#i^:fcit 2 1 @i^^ga^oo/i7i9i-t/-?^ 7 vy\ 

[0 0 0 91 

mSE# 2 0 0 5 - 3 0 2 6 2 0 2 



#112 0 0 4-0 4 4 1 2 2 ^--J : 3/ 



I 0 0 1 0 1 

[0 0 1 1 1 
nb4l 




, -OH. -0-R\ -0-CO-R°, -NH2, -NR«-R\ -CN, -NO2, -CHO> -C0NH2> -CONR^-R°, -CO2H 

, -C02-RV -CO-R^ -NR«-CO-R°> -NR«-C02-RV -0-C0-NR« -R° , -SH> -S(0)p-R\ -S(0)2 
-NH2, -S(0)2-NR^-R\ -NR«-S(0)2-R\ -R''°-0-CO-R°, -R°°-NR«-R\ -R°°-CN, -R^^-CON 
H2, -R'"'-CONR^-R\ -R°"-C02H, -R''°-C02-R°, -R°°-CO-R\ -R°°-NR^-CO-R\ -R^^-NR^- 
C02-R^ -R°°-0-CO-^^R<'-R^ '>^'n7;V*;i'Xf±-g-^^tfe?D^T-nglo ^i^l-^^'&M^ 
fm^T-nrnt. MT;v^;^> -OH, -0-R\ -NH2, -NR«-R\ ^StW^V (=0) 

R" : ra-^L< {±2vM-**ot:. -OH, -o-Ci-4T;v^n/, -NH2, -nr«-Ci-4t;1'*;v, 

R* : |wi-^L< «±5:vn-^^oT, '(i:l!tT;v^;vX(±H; 
R"" : |w|-^L< i±i:vnim^:or, ®jgiT;i'+^> ; 
p:o, 1X142; 
n : 0, lXf42 ; 

m : oxfil ; 

R'^iyn?^ : ra-Xf42v^t-^*oT, -H. -R^ ^>ny>', -OH, -0-R°, -NH2, -NR«-R°, 

-^^R«-co-R^ -O-R'^'-OH, -o-R"°-0-R°, >'i^nT;v^;i', ^mmma^T-uM.. :^v^}±R^ 

;5.I/RH*-#:i:'SroT, ^^V (=0) , =N-OH, =N-OR°, ZlZ/x h 7 Kn tf v - U -T^ 
3i-|^S^I^:Si^^-^.^^J^^LT^>± <, ^vM±R^:S.CMi875«-'»:i: *oT, -0-, -S(0)p-, -N 
RS-Stf-CONR^-^^ibS^^^tLS 1 ~2iBO^-e4'»f$fLTV»-C'fe Av^ffijar^V^VV^rB 

Z I -NH- I 
R^'i-HxW^* 

f^m^ : |WI-Xf±SvHCM^roT, -H, -R°, -C02-R°, -C0-R°, iScV>(4R^:5.0''R5 

LX^K. ^(^iitZUMi-, -0-Xf±S--cafeoT^) J:<, ^^5*mt4®mT;u+;i/, - 
OH, -o-R°> -NH2, -NR^-R", sr;f*^y (=0) ;6»ib*^i~2licott«iS-r«em;^tL-rv^T 

10 0 121 

tiiiEf|#2 0 0 5-3 0 2 6 2 0 2 
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meg 4riii&f * ^ * <^s^<^^j^i 

[0 0 131 

tf-;v. 2-7'ntr^;v, 2-rf--;v, 3-^^-;vao^l-^ f-^>'-2-7'n tf- 

r oiEi^^ 1 o•^^-t^v^■t ^> J; 5 ~ 8 Ml&fn^ L < f±-f|5^lfe^n<0#3El'^7-nm-e* i? 
.$ftL<ti, tfn'jyci;!., tf/^i'J t:^7-:^-;v> 7-tf^^-;V'> i^7-^f^'?->'i' 

[0 0 141 

r-0-> -S(0)p-> -NR«-S.df-C0NR^-7&»*b^#^$tt^ l~21@0 2fiIBSt?i^®f$tLTV>T 
-0- -S(0)p- -NR«-S.t^-C0NR*-:d^ibS#^^tL'5)^7!>n'l@Xt±2'ia**}f A^tUT^cS-Sr^-to 

^J£{f. -(CH2^2-. -(CH2)3-> -(CH2)4-. -(CH2)3-0-. -(CH2 ) 2-0-(CH2 )2-. -(CH2)2-S(0 

)-(CH2)2-. -(CH2)2-N(CH3)-(CH2)2-^ -0-(CH2)2-0-. -S-(CH2)2-S-. -CH2.-S-CH2-, Xi4 
CH2CONHCH2-^<^®^*^tf'5>^^ »f L<l±-(CH2)4-> -S-(CH2)2-S-. -(CH2)2-0-(CH2)2- 

. Xf4(CH2)3-0--eab'&o 

[0 0 151 

(ii) n*nt?*l9^ R^75*-0H. -0-R\ -NR«-R°S.i;f^Nn^>';6-f3MW$ ttS^t^g^ 

$tLfc'@:iSiT;u^>'V, -OH. -0-R\ -NH2. -CN. -CHO. -m2Xhi>it^m 
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5/ 



(iii) mmx-^^it^m. Xitmmx-^^s ^or2,&*-R'>^L< li^Nn^y-C^^^b^^t! 

(iv) R^^5.t>*R8**IWI-^L<{±2v>lc^^^o-C. -H. -R\ -OH. -0-R°> -0-R°°-OHXtiO-R 
"O-O-R^-eab^jiN R^S.t>TlS5-#^'5^ iJ^^V^tr^^TjN X{±R'».t>'R^**-'*i^ 

T r-0-. -S(0)p-. -NR«-XliC0NR«--^4'.Bf$tuTv^-C^<tv>'|6:iKT;V'^^>J ^-^^^l" 
^'fk'&tio i^il::. R''i:LT^iCx-3T;^*;^7&^ r"" L-cf±Ci-37;v^ w^'T&^-g-tL-rn 

L> J:0»4 t<t±i<Olt75^50^c^lJ^T> t < «ilOO^g-<D 1 Ja.T> J:i)Mt^» 

t L < {4500^<^ 1 JilT. L < {±1000:S-O 1 JilT-efe^o 

ii^^ifS L<{4ai, Ml. D2, 5-HTiA. 5-HTib. 5-HT2A. 5-HT2c. S-HTs. 5-HT425:?/5-H 

■^n^m, ^^^iJ'ms am. ';v=fm^ m^w.. i^^^ym. ^ 

^y^)u,i-^ym. :^^y7.)v^ym. T7./^y^ym. iTji'^ ^y'mm(Dmmm.t(omii 
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6/ 



L-rti. Prog. Med. 5:2157-2161(1985) t-f5«c$ *tTV^;&S^lgjll#;£l990i^=PJ 

[0020] 

-e-iJxPjOf^M^i: LTli^Jx(^i5^';->(T. W. Greene) f>' ■> (P- G. M. Wu 
ts)^. fProtective Groups in Organic Synthesis 1999#^ John Wiley. & Son 

I 0 0 2 1 1 

(^-iSfe) 




Z (2) 




HI) 



(I) 



^^I^BJ-fk-g-!^ (I) i±> 5!7;i'^>'mx»±-?-<^KiSttllS#-e*2> (1) •C/^c$^^*'^lI'^ 
) tr^ymmi^ (2) i:5rifg'&^fijo#^T-eiJi7Kjl^$-*'&:^ffi5&*ffl^'^*i'^o i<o^ 

fit'^-fiijt LTfi^ }i,W-'Ji/i^u^ir'y)Vii)V^'J^ ^ K (DCC) , l-[3-(':^^ •?-;VT 
5y)^ntf;i/]-3-j^f-;i'*;v'}^*v-f ? K (WSC) , i.i'-*;V'^*-;vv'i' 5 (cdi 
)., 2-(lH-^>yb U Ty-;wi-<;i/)-i,l,3.3-7' ^ 

ajj:y^7r-h (HBTU) > v'7i-;i/'J ^^i?T v K (DPPA) > :t^'yMt')y^. ^^\Z 
ioTJi, :gic}^jbD^J ({^x.{f, N-li Ka^i/y?.i^->>"f 5 K (HONSu) XJil-tKn^ 

->^vv*b V Ty-;w (HOBt) m ^m^^^ ^tmi- tLy'^o 
s.mmt^<& (1) t7^>mmi$- (2) i*«^u<t±-:;^*iifJi:^^^T. ^/c. 

nn*;uA^(0/Nn-^>-fbR'fb7K^li> xb^liKn^^v (THF) 

. -y^^-9->^L< »iv^^ (DME) N,N-->*^'5";l'*;«^AT 

mW^2 005-3026202 
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7/ 



§ K (DMF) , V>i^)i^:!^)V^^^'yV (DMSO) . B^Bgjif-;^ T't }-=-}' V )\^XiiyKm<^ 

mmi^'tm^^-^m^i^ii. ^t^m (i) i:7^>si^#: (2) t^^&m^ii-yo't^mi 

?-®:§IStrg^Lt:v»T^) J:v>7iy-;i', HOBt^ HONSu^=Srfflv^-cpia-ei j^;^ 

mi] 




(la) (lb) 

3|s:^?g'fk-&i^ (I) -CR^R8-**-CH(0H)--e^$tL^'fk'&t/(Ib)l±. ;V 
5j€::^;V^-e^;E.3^§&0J'fb'^t/ (la) *^7nRJSi:#-r CI i: H A iSigl" * ^ t jJ^T' § ^ o 

SJSi±. 'fk'^t; (la) ^^g^L< {4iiiiJ*oil7c^J-CMi-Sii:i::J; '?tr^tt-2>o 

t FU K^7C^J^ XJiRichard C. Larockl'. rComprehensive Organic Transformations 
J (1989#> VCH Publishers, lnc.)UM<^M7tM-Am^^hii:ho KJBli.^mM^<\:ii<- 
J^-7-;Hi, DMF. DMSO. t;v3-;^^ O^'^-;!'. j^^'y-;w^) :^ 

^ (I) "^J. R7 3t(yTl8 3&«-^tC^:oT=N-0R°=^^1-'fk'^tl{4> ^^SBfi^^*^^ V^T'* 
;&:*:|&W'fb'^!fe (la) NH2 -OR" fc ^ffiiTKai-^ i: •? SS^fe^ ;5o 

^ (I) R^^L< {4R^0-O7!i-VM3>^'y-C*-5.'fl:'^tJ{4. ^^SI5t3:7i*-CH(OH)-t?* 
;2>:*:^§^'fk'&'tl (lb) o <^>"fliR)Slc#t-i t llJ: 0 iiifC^ ;&» 

^ (I) tf. K'ib^-mx-^^^t^^ii. ^num*-vo2Tibi^?^mii.^miMycRm 

[0 0 2 2] 

(li^-fk'&tK^Siiit) 
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[its] 



(3) 




(8) 

^ (1) i^', R7 5:OTi«^5-^ti'5:o-C:i-^v3|-C*lJ. L^^'TKmST-^S-fk-g-!^ (la) 

^IC* -7 7"'; >'^RjS{iSynth. Commun., 11, 513-519 (1981) > Synlett. 6, 
829-831(2000). XJiChem. Lett.. 1405-1408 (1989) iBm<^;^i£i; J: ^ifei"* 

m. Chem. Soc", 63. 1948(1941) H|B«0:&iS*«^tf'btL;5o m^kK/^>fi> M^m. 
[^li9l 




(15) (16) (lb) 

^ (1) R^;s.tn{8co/i?^:< t t-:;i^:6*T;V^;V'S-C*'S'fl:^%l (Ib) ^±^ J. Am. Ch 
em. Soc. 63. 1948(1941)|Bit(^:^^*##t:: LT#<bix* 7;!/:*- I'l' (14) <O^Sm«- 

i^o diT?, :/n^'fli;S:i&{iH.Becher^ rOrgnikumJ pl89. 1973. ->7/'fl:S:jSliJ. 0 
rg. Chem., 26. 2522(1961) icifim<^:t^Si-=S&^'^^^'"^'fTx:{f J: v>o 

tliSE# 2005-3026202 
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9/ 



I'fb 1 0 1 




i^^mvm-^m^^x^o^ti^-x-^^o i^^m (id) (le) ^rsait-r^^-r^i-fki' 

±fa^JS^I^l^i5V>-C, ir>i|si-'fk'&'^ (Ic) (Oft^«9t^*^i"K*i^^i'# (la) *fflv^Tt 
, TA'^Mb. 7 5 >''fbXt^JlxO#S:il>«:=iTd i i^o t7t> (Ic) ~ (Ik) (D 

[0 0 2 3 1 

^ o 
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[0 0 2 41 

(1) 5-HT2B^#'l*ie^' 



a 

npi 



^^LTtt h5-HT2BS##%^K293-EBNA*lBBa=^rPBS(-)-Cii5fej#-L/co PBS(-)^«T^ 
V/-A--c,»Srfij3ii5Ls ^'L-^m (1.000 rpm, 10 min. 4 V) izX^mm^MUL 
^„ 5 mM Tris-HCl (pH 7.4)mmWL^^T?olYtTon (PTA 10-TS)t?^-=&':^-^^.X ^>£,^ 
jUkJffi (40,000 X g, 10 min. 4*C) LfCo 50 mM Tris-HCl (pH 7.4)^®^#^T'^'^- v':^ 
■i'^-X-MiM^^tZo iS'C-^lS (40.000 xg, 10 min, 4*C) 'Sr^rV^. 50 mM Tris-HCl (p 
H 7. 4) 4" L> -80'C-eiJS^ L/Co 

50 mM Tris-H°Cl. 4 mM CaCh (pH 7.4)JtM. ^ h 5-HT2B^,##%iaHEK293-EBNA 
M^p°B, 7v:^-'J J!f K[^H]Mesulergine (3. 1 TBq/mmol :) *-^tf^*500// 1 «r25*Gt?l 

ffjm^it. 1//M ritanserin^^T-ecOig'^Mi: ^^'^ftji^'b, ^^#MKl|g'a-a:^^ 
L?IV^/c^,(7)*#Mfi5*S'^*t b/Co 50 mM Tris-HCl (pH 7.4) 4 mLSr^PX-T, G 

F/B ^7X7^ ;l'^'-T'^JE?tiiL^ 7-f;V^'-SrIWlD^«?St?^^(4 mL X 3)L^o i?' 
ypt^y y( n^^-'tb aL(D^i^'yy^l^--S' (AQuasol-2) tlgt, fS^v 1^- v a > 
55,^7 '^^-T-]fe|ttgfi^ilJ^t7^Co §:m^^^i:50%m^-t^'{t^Wm. IC5ofi|{±, SAS 
(ver 6.11)=^fflv^T#m?l^lII'Ji^lfl^ J: 0^*^ ^##t-Mt-^^^ntt'Sr^1-Ki€i±. 
Cheng & Prussoffco^; Ki=IC5o/( 1 + [L]/[Kd3) ([L]: KjftS> [Kd] : fiH*^ 

mieiCit^S; 4. 7, 8. 34, 38, 56. 56a, 59, 60, 60a, 60b, 63, 71, 72, 77, 78b, 
• 85RXf87<Dit^^iiO. l~350nM«OKiiS$r7r; L/Co 
[0 0 2 5] 

(2) 5-HT7S##^'&*a 

(i) m^s^mM 

^mVfz\^ h5-HT7^##l&mCHOm*PBS(-)T-f5fe^L'y;:o PBS(-)^^T:^tJ'V-^-«- 
T-SfflliaSrflj5&*L, j&'t-^mm (1.000 rpm. 10 min. 4 ICJ: OM'SrilJRLyio 5 mM Tr 
is-HCl (pH 7.4)igW#«TPolytron (PTA 10-TS) T'^^ i;-:^^ X L, M't-^Him (40,00 
0 X g 10 min. 4*C) Lfzo 50 mM Tris-HCl (pH 7A)mmm.^.^T^^^'^t-(^'--cm 
m^ifzo M't-^HSM (40.000 X g. 10 min. 4*C) =Srfi^V», 50 mM Tris-HCl (pH 7A)^K_ 
Jl^L, -80'CT"R^t^o 

'50 M Tris-HCl. 4 mM CaCh (pH 7.4)^^®^, h 5-HT7 S:##:|&mCHO «8flam^fn, 
7i;:i-V5!r:/ K['H]5-HT (3.40 TB(i/mmol)*:-^tf^fi500/. l=lr25*C-cmK'f y^r^^- 
'yayLfZo^t^miilOO%mSOizmmL. ^T&mi-^WiLfZo fmmm^^ii. lO^^Mm 
etergoline^^T-ecOi^'^gi: t, ^^-g-ft^^f^^ L^lv^fc O*!^ 

Mfi^jfe-^Sfc L^o 50 mM Tris-HCl mmWi (pH 7.4) 4 mL*l)Dx.T, GF/B i5^7;^7'f ;l' 
^-•c^tJEii^L, 7^;V25'-«-|WH:MW-c^^(4 mL X 3) L/co 
5 mLO f^l^-jJ' (Aciuasol-2) t, ^'^^ V- v a ^ * ^7 >' ^' -"^'iit^f 

tgS*i!l5eLy::o ^m^^^^^Oim^-f i>it^<&mm. ICso-Ufi, SAS (ver. 6.11)«rffl 
v^tr^jHOT^i^'Wl-J: "J**. S^#:tr*+-r;&gl^14Sr^-rKi'IIt{±, Cheng & Prussoff 
O^: Ki=IC5o/(H-[L]/[Kd]) ([L]: ^):ffyVmm. [Kd]: JSSI^Igc) Srfflv^T»m 

^mimmm. 4, 7, S, 34. 33, 55, 56a, 59, so, eOa, eOb, 63, 71, 72^ 77, 78b, 

85S.y'87<^'ft:^!^ t±0. 4~3l0nMOKHt*7P t 

(3) m(D^mm^Mir^mm^ 

|li6f?!l30'fb'g-i^05-HTiA, 5-HTiB, 5-HT2A, 5-irr2C, 5-HT3, S-YfTt^ 5-HT6^ ai. Mi 
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^ir>T)2^##'^<!^^fntS=£:> -S^DO^iS (Journal of Neurochemistry (1986) 47, 529-5 
40; Molecular Pharmacology (1982) 21. 301-314; European Journal of Pharmacology 
(1985) 106, 539-546; Journal of Pharmacology Experimental Therapy (1992) 263 ,11 
27-1132; British Jouurnal of Pharmacology (1993) 109, 618-624; Molecular Pharmac 
ology (1993) 43. 320-327; Molecular Pharmacology (1989) 35. 324-330; Cellular Mo 
lecular Neurobiology (1988) 8, 181-191; European Journal of Pharmacology (1988) 
173 177-182) imy^^rmmLfzo :^it^molC5omii5-mih. 5-HTiB, 5-HT 

2A>'5-HT2c. 5-HT3, 5-HT4> 5-HT6> ai> MiS.t>*D2<^#$##t-^V>-C^-C 1 //MJil± 
X-^otZo tfz. mmmmse. 59. 6O. 71. . 72, 77RV'8b(Dit^mK'0\,^X ai. UiR 

Ml Z/D 2 ^zn-r^ 5-HT2 B 5. t>VHT7 lOO-e Jii±T * o ti o 

^i3. TtrnM^m (4) lclBmL/cRS-127445 (2-Amino-4-(4-f luoronaphth-l-yl)-6 
-isopropylpyrimidine) JlI>'SB-269970 ((R)-3-(2-(2-(4-Methylpiperidin-l-yl)ethyl)p 
yrrolidine-l-sulfonyl)phenol) 0#^##-^<^^^nl4ii<&*q-e$) 0 , RS-127445lcBI L 
T{4> 'BFIIx.tfBritish Journal of Pharmacology (1999) 127, 1075-1082 J: 0 s Mmt^ 
!fe<^5-HT2BS##'^<^pKit±9.5-t?^) D> 5-HT^A^ 5-HTib> 5-HT2A^ 5-^f^2c^ 5-HT3. 5-HT6 

k^$t^TV>^o SB-269970t'ML-C{i. |ajx.{fj. Med. Chem. (2000) 43, 342-34 

Stcj:"!) ^^'^l:•^fe<^5-HT2BS##'^<^pKi^i8.9T•^b'9^ 5-HTlA^ 5-HTib, 5-HT2A, 5-H 
T2B> 5-Hr2c, 5-HT4, 5-HT6> «i. S:t>'D2^W#:^lC*t L-C250iSJJI.±5-HT7^##^«^ 
W-Cfe -5 i t ^^■CV^ * o 

)^W^^(^fV3%^'^M^^f^^^'^^^- Rachel A. Spokes. Vicki C. MiddlefelK E 
iropean Journal of Pharmacology (1995) 281. 75-79iB1|StO¥&^-S&efc^ tT^ife L 

], b (250-350g)lC'>V^>'(1.5g/kg)=g:flIi^l*!i£-^ (i.p.) 

^S^tt/Co 'K^«t^^a.*-^l^-^>3>'*ifel-^ (FITC-BSA) 50 mgAg*^ 

Ml*lS-^(i.v.)L, 5^mi::i^a:feM7lc*'&VMJ5-HT l//M^iHmF«3^4-L7^:o 15:9-^1^^ 
S:t:«7K-^?mSK«-ffv>, Jlil^*Sfev>ifeLfco RS-127445, SB-269970:S.?/^ifef!^3O<b^t; 

gM^*?3i «5 ai L ^v^^ - T*"*" pHii<^^a:t:^7lc#^T-e37X:-ei6 

^P^^^^^'^-vH^L/^o ^'C^^'f'^U ±fS?r7'V- bi:^at^o ^^fcyv-h'J 
-^^-(iajetfe:g485nm. lRJRm:g530nm) lCT^3fc^«4:tffil5£ t/Co ?imSg=S:fi'5x ®m 

10 0 2 61 _^ 
•f tl^)^tt{±'fb'&ife<7)igJ5.§=t, ffi^i±Mifl^lmg*_/w I) 0*^3SSSr75l"o 3 ^ b a 

HI 1 izm-rx ^ t-^ 5-HT2B«#^6<J}Sin;'fl:-^«^-C**'&RS-127445tt3mgAg-C-iimsagO 
WJ^V^m 'kmLtziyff^o^s drng/kgH)^ h 10mgAgt-i8:-^fi * Ji*n U T * -CT if * * 

t T^c. HI 2 ic^-r i ^ > 5-HT7 ^^^e^JS^'fb'^t/ Xh^ SB-269970 lOmgAg^^ 'b f^ffl 
S:^ L7t56«, i*t«-30mgAgtctft-^S*iiJ)nbT iiHiMeS«:^iSS^i* T-Ttf -S^fiSft 

12 3 1'^i-A^l^^ ^ifcff!l30'fb'&!©Srl£-5-L/>:^'g-. ^l^6<J*^*75*^#'btL* 
^It-A^^otzc -t^^t^-ib. 01^.0^1^2 lia^$tt-& i ^ 2|c^-7';v»C*v^-CM^b'&''^** 
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WLMm^^m-rM®.mii. RS-127445t^ov>-Cf±3mgAg, SB-269970lC-PV>T{il0mgAg 
■ X-^^hZt $ firzi)^. 5-HT2B$##5S^<^ffl ^ 5-HT7 ^W#Mtn:f^ffl ^ « 

t/c. ^IB^ifef!l56. 59, 60> 60av 60b, 7K 72, 77, S5RZf87(Di\:;^!&i> . lOmgAg 

2> <7)T'*) i 75*^ $ n^o 
[0 0 2 7) 

[0 0 2 8 1 

-^^ L -c T ^> J: M^jzt±^sij {iifi:^^ i m^xii i t < amm^ - x 

(o^ntammu TO^J. mm. ^mn. Kra«r-^^tTv^-C«>iv^„ 

, ;i(^j;^^:a^t/t±, ^h\T.mmm. 'mm-m. wm\. %^.^m. ^m]. '^mm. 

[0 0 2 9] 

5 Omg/k g, if* L<I40. Ol-SOmg/kg, Ml'Sf $ L < J±, 0. 05-1 
Omg/kgTi*, 1B<^S««, ^^^/^►JltjO. 0 0 0 1^? 

lOmg/kg, »*t<t±0. 001-1. Omg/kg5i*-5-ti.W®S-C*,l5, 
1 B 1 ia7!»S=mmilItC:0-»fCS:-^i-*o S«»4^^> ttgy^Sr^^f^lS-^^^ 

##^l-a 

V7^;v^ vfi-?^;l'aLy!.x;i'i:2->f--'V7i-;i^'Ko>'i?, h U 'J' 
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«:#/::o FAB-MS : 313 (M+H)* • . 

itf- h 'J '>A7Xv#?3LT^!niai-*it(::J: "J^ 2'-^ ^;V'H-7i-;i/-2.4->^:^;;i"K>'^S:# 

tzo FAB-MS : 257 (M+H)* 

##^ffll-c 

2*-^ •?^;i/tr-7i-;w2.4->^:^7;i/^>'m^'J^'; V ^il1'-c% Mt-sc: tt^i I9^ 5-;^ 

f-;V_9_;j-.d|rV_9H-7;l/:t k>'-2-*;i"J^>'i?*#yio FAB-MS : 239 (M+H)* 
#%«2 

3'-^^;nf7i-;W2,4--y*;u^>m=^##^a-ct|W|#tcii4SL/>:^, tf^^x/cS 

f^;W_9_;a-i|ry_9H-7;Vt W>' -2-* ;l^'K+'>7- b [FAB-MS : 267 (M+H)*], ZtO^J^'f-;!' 

8- ^-?^;i/-9-:r^y-9H-7;l/:r^>-2-*;V***v'7-- b [FAB-MS : 267 (M+H)*]Sr, # 

-7K + -C-MS.'eKlS$-fr'5^ t i I? , 3*-i5' D n kr7i-;l'-2,4'-y*;W'-K>i^^t#7t 
o FAB-MS : 305 (M+H)* 

mk it^^n i-cRx>'^^m 2tmm^\^'c^'f-}^ i_ d n -9- ^ v -9h- 7 ^ w > - 

2- V7 - h [FAB-MS : 287 (M+H)*]> 3-^ n 0-9-;^-^ V-9H-7;V:t 

^>-2-*;i/**^v7- b [FAB-MS : 287 (M+H) + ]=Sr> #/^^^tL/co 

##'6?fl4-a 

9_:e-^V-9H-7;l/:t-l/>-2-*;l'>K>^i:^ f-"? A ^•THF't'-e, -20*C~0'Ct?R 

fS^-fr-Si i: i ^-\^Yu^'y-^-:^^)V-m-y)\':^Vy-2-i3)\^^'ym.^%fZo FAB- 
MS : 239 (M-H)- 
##'^04-b 

9- ti KDdp v'-9-^-?^;i/-9H-7;V'^ ^>'-2-:^;;^**>i?^:^^*^■:^ b y "i^ a, b 'Oit^ 
^;vi:§:DMFft'-C, Mia-CSJJ:>$-^-&«^^:tcj; 0. yf-;k 9-t: Kn^->-9-y ^;w-9H-7 

W-2-*;V5}?^>'7- b «:#7to. FAB-MS : 255 (M+H)* 
##W-c 

^f-jv 9-t: Kn^->-9->^;V'-9H-7;V':^-V>'-2-*;i/^^v'7- b ^ 
y-;nft:% tPlStTSJS^-^^iiit-J: 9-^ b ^'>-9-->« ■f-;w9H-7;i':^- V 

>/_2-*;i/**^v'v- b«-#;^v:o FAB-MS : 269 (M+H)* 
##^J5 

:^f-)V g-t Kn:3!r->-9-p<f-;i'-9H-7;i':t V'>'-2-*;V'K^v'7- b i:7l<.^'^^::^ b U 
A, b^i'J^^^V'^nU Kt «:DMFtf^ ^at?>S:E&$-e-*ii:HJ: 9-;>« b 

^->^f-;l^-9-p<f^;W9H-7;l/:ru>-2-*;U^^->7- b *#^o FAB-MS : 298 (M)* 
10 0 3 1] 

9-ii Kn^i/.g-t: Y^l^-/u\^fU-m-y )Vy!rl^y-2--^ )\^^^'yy- b 4rp- b 

b b*n-3'H->?>l^n[7;i'tU>'-9.2*-77:/]-2-*;l/**^'>7- b«r#/Co FAB-MS : 281 
(M+H)* 
##«?ll7-a 

^ -J^;!^ 8-;< f-;i'-9-:t^v-9H-7;i':^ v:<-2-:^ Ji'sK^ V7- b tW-^/ ti ^ ^ i/ y 
5 b% 2.2'-TVk?X'f vT^^n^ b ';;i'i:*E^'fkM#4'-C> InJ^TRlS*-** i t 
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X^. 8-rn*^f-;i/-9-*^V-9H-7;i/:tl'>'-2-*/l''K^'>7- b 'Sr#/Co EI 

-MS : 330 (M)\ 332 (11+2)* 

8-:^a^>f•-'^-9-^^v-9H-7;^:^•^>-2-*;^**#'>9- b t e^;'<^;i'T5 

8--:^^^;VT5 >'>f-/l'-9-:t^V-9H-'7;i/:tV>-2-*;W**^->7- h=£r#7to FA 
B-MS : 296 (M+H)* 
##0I18-a 

8-yn^>f-;i/-9-:t^v-9H-'7;i/:^- v>-2-*;i'?K^v7- 'i'A 

;V:^-^>-2-*;l/'K^V7- h *#/Co FAB-MS : 311 (M+H)* 

8-7-fe h^v'^^;V-9-:t^V-9H--7;V^l'>'-2-:*;l^>^*^vv - h t^^* 'J 

;W_9_;t^V-9H-7;i/:e-V>'-2-*;V**+'>7- h Sr#^o FAB-MS : 269 (M+H)* 
##'M8-c 

>^;V_9_:i-i|rV-9H-7;V*W>'-2-*;W'K^'>7->Sr#/^io FAB-MS .: 283 (M+H)* 

;i'^n-9H-7Jl/^l'>-2-3!/;i"K^->7- b S:^f7^:o FAB-MS : 243 (M+H)* 

yntf;]/ 9-:j-:J|rV-9H-7;i/5}- l^>-2-*;v«K^v7- > — P- N 

,^-'Jii-^yyy-2.9'-y)'^^\^y']-2'-i3)V:^^'yy-\-^mzo FAB-MS : 311 (M+H)* 

10 0 3 2],. 
##^11 

7'utf;V 9-:j-iirV-9H-7;V':t V>'-2-)^;V**^V7- h i:^;!' b^i^^-f-''^'. T-fe^ 

v'-9H-7;i';«-v:/-2-3!;;v#^'>9- hS-^fCo FAB-MS : 313 (M+H)* 

##^12 _ 

^-y )V:^u-9--^^y-m-y )\^tvy-2-ij )y^^y^ti,2-^i' yvi--^-}^. =.y -y^it 

>^krn[1.3-y-?^:i-7>-2.9'-7;l':a-V>]-2'-*;i'^>®?*#^o ESI-MS : 317 (M-H)" 

##{?fll3-a 

t i^Vif-C, ga-eRJS$-&*ii:l-J: ^^}^ (9EZ)-9-li Ka*'>>f 5 y-9H- 
7;^:^-^>-2-*;^**^>'7- h«r#^o FAB-MS : 254 (M+H)* 

##«njl3-b 

>f-;^ (9EZ)-9-i; h*m^i/^ 5 y-m-y }^ti^y-2-i3 jv^^^i/y- v^-Jt^-^y 

-7-tf-;i/7 5 >'-9H-7;i/:^-VV-2-*;i/?K+'>7- b*#7to FAB-MS : 282 (M+H)* 
##^14-a 

2-:/n * tr 7 i fcn-r^;l^ U -i' a (1. 58M, ^^•9- ymWL) t =S:THF'fT--78X:-eS: 
i-^V-Z-^f ;i'->i'n^>^'y-;l/*#/^„ EI-MS : 238 (M)* 
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^[v^'U^>^:x-l,9•-7;^^^':^]Sr^f^o EI-MS : 220 (M)* 

##15!ll4-c 

;^trn[->^'n^>':J' >'-1.9*-7;V:tV>']*fflV^ J. Am. Chem. Soc. . 80, 4327(1958 

)Vtvy^^mzo EI-MS : 298(M)\ 300 (M+2)+ 
##^?II14-d 

i)> x i^n[->^'n^>^>'-l,9'-7;i/:fV>]-2'-*;u**:^ b U -'I'Sr^l^c 
o ESI-MS : 246 (M+H)* 
##i5fll4-e 

m-fk^ 'J -:7A7lc^?8tt, »T^E'$^i-^-.!:lcJ: 1). [v'i5' u^^- jS' >-1.9'-7 

;V:i-l';']-2'-*;l'JK>'i?=S:#/.:o ESI-MS : 263 (M+H)* 

##«ail5 

2-^u^-A-::^'f-)\^\^y 3L — }Vt-yi7U^y J y^WiPch Lr##l?!)14-a|WI;|iirRJc> 
^^TV>, 4-(4-^^;vtr7i-;v-2--f ;1')t- > V t Kn-2H-tr9>-4-:t-;V'[EI-MS : 268 
##1?014-bi:MliL-T2-^5^;v-2'.3'.5',6"-x h9l; Kn;<;en[7 
;V:*-P>-9.4'-e9>'] [ESI-MS : 251 (M+H)*] ^-Siit Lfco itLtaiv^^^z'^m^^' U A 

>'_9,4'_tfyy]-2'-3!?;V^^'>7- h4:#:^o ESI-MS : 295 (M+H)* 
[0 0 3 3] 

##f?!ll6-a 

9H-7;v:t^:^-9.9-v^'f;vv^^^^-''^i:^^>'^^i"f=-''i'^°'J b';j^-^;vT5 
S-:^'ffc^-^^>t1=-e, SS"eKt&$-fr*^i:l-i 0, 9H-7;i':i-^>-9,9-e^-f jwy^ 
^vy y^jv^^i-- h i:mzo EI-MS : 382 (M)* 

##^?I16-b 

m.-y)\'^\^y-^,Q-v^i\/'J:^f-vy v ^ 9 y 7.)V'!t-±- y}iB'^\\,^\^}^J^h-^ 
'^)i^)-9H-y)vti^y^ntio :ifi^:^i^ y -Ji'^. mmr. m^-r^mmt^^tizx^ 

, y(.lfn[v^'n7'a/N'>-i,9'-7;V:t V>]S:#/c (EI-MS : 192 (M)*) o mkM^^M 
14-c~14-ehra#tc LT>^ tTn [->j5' n •7'n/N->'-l.9'-7;V:^- V'>]-2'-;*;V'^*>®?*ISiii 
L/co ESI-MS : 235 (M-H)' 
##i?ijl7-a 

l-'T'a^-m-y )^-^ V y'Bc.Xf[i.2-i7 ^xi 3- h^-»^f-;i']-^>"1fy'i: tert-T* b ^ 
'>A:j?^ET> DMS0+-C]!jnl§iTS:f&$^^'5> ^ 13 J; ^ 9,9-tr;!>[2-(^> v;^:f 
)x^;V]-2-yn^-9H-7;i^:i-^:/«'^#^v:o FAB-MS : 535 (M+Na)*. 537 (M+2+Na)* 
##l«Jl7-b 

9, 9- tf [2- >' ;V ;f ^ '» aif-;V]-2-7'n ^-9H- 7 }\/tl^y<OTXi^m-^^ ##f^l 

HJ:i?> ^f-)^ 9,9-tf;^[2-(^vv';V'ji-^v')j^'9^;i']-9H-7;v:i-^>'-2-*;i'5K+->9 
- b S:#feo FAB-MS : 507 (M+H)* 

##-^17-0 

9,9-trx[2-(^>v^;i':*-^v')j^f-;^3-9H-7;v:t U'>'-2-*;V"^'^v'9- vt 

j:.-?^;!' 9,9-1f;^(2-fci Kn^vif-;i/)-9H-7;V';i-U':i'-2-*;v**#v'7- h (FAB 
-MS : 327 (M+H)*) » tL/^'fk'&t; i:p- b n 'J Kt*. b'Ji'^^;!/ 
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tZo APCI : 308 (M+H)* 

^ ,^ ^ f-;l/)-9H-7 ;l/ 1 V >-2-* -> 9 - b =Sr#7^^o FAB-MS : 284 (M) 

All 1 g ' 

9 9-t?>^(t KD^->p<^;u)-9H-7;v*W>-2-*;v*-^->7- bi:tert-y'5^ 

;Vv^^;Wi^U;V^n.; K*. -yy4'T'^iaT'Rl£.$^^C:ti^J: 9.9- 
e ( 1 [ter t- r f- ;K ^ -> u ;^ ] ^ v M -9H- 7 ;v ^i- V -2- * ^l' ^ > 7 - 

h*#:feo FAB-MS : 513 (M+H)* 

ri ri^l /'9 t:Kn^v-9-(f-b7t:Ka-2H-fef7>'-4-^^v)-9H-7;v*V>'-2-* 

9-(x b 9 KD-2H-li'9 >'-4-^ ;V)-9H-7;v* V :--2-* ^W'^ 
#/co FAB-MS : 291 (M-H)" 

^fTvn^'y-9Af h Kn-2H-e9 >-4->f ;v)-9H-7;W:t V>-2-*;V^>mi:6M 

V7'»-9H-7;v^V>-2-5!?;V**:^m*»/Cc FAB-MS : 294 (M)* 
10 0 3 41 

_6_7;v^n-4'-p5^;ve7^-;v=£r#^o EI-MS : 266 (M)*. 268 (M) 

7 ;v n -4' ^ ;v 7 X ;v i: X b 7 K n-4H- 7 V-4-* :^ t * t-^ 

f-;v';^'i^A (1.48M. -<y^ymm.) imy^^xmm^-^tmmr^mf^^Ytfll'' 

7;^:^n-4'-^f-;vif7x^;v-2-^;v)xb9i^ Fn-2H-lij>-4-:t^-^^^^ 286 
?v/irKtr;^en[7;v*V'>-9.4'-e7>]*#/^o FAB-JB : 268 (M)* 

^me-bJlWl^lcSlBt^v.. 5-7;i.;«-n-2\3\5\6'-xb9tiKn>^en[7;V:i-W 
l 4':e5>^2-*;tl7;Vf't:KM^^^ : 283 (M+H)^]*#> Ml^##^16-ci:PI^ 
^ck^5*^TV^ 5-7;U:i-n-2'.3'.5'.6'-x b9b KD^.en[7;W:^-V>-9.4'-l^7>]- 

2_5t;;i/>K>'mS:#^o FAB-MS : 299 (M+H)* 

4-rn^-2-^ n n$Mm3^r>'2-*;w ^ ;i.7 x ^;^*'n J: . ##^^l-a 

o FAB-MS : 288 (M)" 

^J52*-4'-^f- ;ve7x^;v:Rt>-r Kn-4H-e9>'-4-^>J: #^^14-^ 

ilMll t-C4-(4'-> ^;ve7x^;w2-^ h 7 t Kn-2H-tr7 >-4-*-;v«:ii5i 

L/^o EI-MS : 268 (M)* 

ffiSE#2 005-3026202 
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[0 0 3 51 

mmmi 

5-y)],t^-9-t^y-m-y)^t\^y-2-'^)\^^yMm mg<7>DMF 20 mlr#TSt', CDI 402 

;z> ^1 i: J; O , N-(yT5 y ^^^>')-5-7;l';i-n-9-^^V-9H-7;v:f V>'-2-*;V'**^ 
•9-5 K434 ing^|l'fe@#i:L-C#;i:o 

9-t^y-9n-y)]/tVy-2-:^)l^j!py^3.35 e<D-Jjif-)\^^)l''l^T< V (DMP) 60 ml?# 
mi;. l,r-*^l'^*--'^v^ 5 2.67 gHUx.. Mi;'C2.25B#KM#L/>:o C:<^ 

^?R^:^^7-v> :&m:^7. 16 gODMF 20 ml^^£^C7lc^^l::^ b U -^7 A3.0O g=S:J)nx.> M 

N-(v^T5 y > ^U'>')-9-:t^V-9H-'7;V:^^>'-2-:*;l^'K^-9-§ K400 mgO iJ' 7 - 

^mo miK. 7K^^k'■^•^7^:^ h y Alio mg^^unx.. mux-mmmwLfzo mm^s:^^ 

H-iVT^y ^•f-V/>')-9-b Kn^v-9H-7;V':t ^>-2-A;V5K^-9-< K480 mg<Dl^^\:;^ 
i-]yymMU20 mUz, X)V^s=.)Vi^ UV Kl.O g^rJDx.. M-C30^raS# t/io 

-f tirj: 9-:J'nn-N-(i^T5 /pJ-?^W>)-9H-7;l':t^>-2-*;i'^.^-9-^ K155 
mg^#/Co 

^M^?!llfc|SI«t;t-CSSitL/>:tert-7'f-;l' (2- |[(i^T 5 ^ ^ V >').T 5 y ] :^ 

^'_2-*;^5^?^^^? K2mm:^83 mg«:#/Co 
[0 0 3 6] 

N-Ci' 7 5 y y ^ ^ -9, 9- kfx ( 1 [tert-r ^ ;i' ( y ^ v U :t ^ i^M -9H- 

^A-t U>-2-*;l':1^^-9-5 K490 mgW ^ ^ - ;V^§tK5 mUC, 4M iS'fbl^^-y ^ ^ - 

5 y y f- W)-9.9-lf>^(ti Kn^i/y ■?^;V)-9H-7;i/^^>'-2-*;i'5j^^-9-5 ^^^250 

mgS:#7to 
Il«(li^7 

N-(i^7 5 y M^Uy)-S-^ Kn^rv'y f-;l/-9-:i-^y-9H-7;V:t W'>'-2-*;V5K^-9-5 
K55 mgOtf; i^^^Ti^LS mUc. t: Kn^v';l'7 5 y^^^20 mgiM^^ ^ST10B#F^^ 

y _;v/^un;}^;i/A)-eM-r^Cli:HJ: 0. (9EZ)-N-(v'7 5 / ^ ^ V >)-9-ii Kn^ 
5 K□^'>^f■;^-9H-7;^:^l^V-2-*;^^^•9-5 K14 mg*fi-fe®'ft:i: LT 

ffiiE#2 005-3026202 
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^-y : 18/ 



N-(y7 5 y p<f-l/^')-9-li Ka^->-9H-7;i':e-V>-2-*;V.-K^-9-5 K470 mgCODMF?# 
MS mUZ. (2R)-2-[(tert-y V ^i/ A )V^-)V)T ^ ^ ]-3-^ >m420 mg. l-[3- 

(i^^-?^;i/T5 y)7'ne;l/]-3-J^f--«':*;^Ja^*5^-< ? K400 mg 4-(N,N-v^^ -J^^VT 5 >') tf 

V v^>'22 mg=Srinx.. ^iaT?|l-M#L?t„ i>nn^;i/A, l&fnfiWTKS: 

•C-fflilLf>:o #'btL^'fb^t?270 mg^J^^'y— ;H0 mHr-^fi?L, 4M J®<k7K#-i^m^ 
f-;l'^?S2 ml^Jnx.. 40'CT'Mm#t7to 2-7'D/>V-;W:**e,SieB^H?r 
fi^d i t iCi 19, 9-1; Kn + ->-N-[(2EZ,4S)-4-'f Vfu tr;P-5-:t 5 ^^V; >'-2- 

^ >; f >-9H-7A':a-U>'-2-*;v^^-9-5 mif:^30 !ng=l:^f/s:o 
[0 0 3 7] 

* 7 A : CHIRALPAK AD-H. SUffl : ^ ^ ~-)V/l^:i~^)VT 5 
|life^J60a5.rJ*60b 

-Iseffl * 9 A : CHIRALPAK OJ, ^ftjffi : J^iJ' ^ -;V/v'J^^;l'T 5 
|IM^^78a;5.y^78b 

-Seffl * 9 A : CHIRALPAK AD-H, Sliffi : ^^-9- ://J^ ^ / - ;V b V x-^HVT 5 >'o 
[0 0 3 8] 

Me : p« Et : Bu : ^ rex : Ex : ^iSfO*^, c 

■^^^i-o ) , str : sat^, Sal : m. mWM -.y')-^', HCi : MWM ; ^^{im^^ 

0^;Vi:b=^^Lv Mx.l?> 2HCH±-mmm^mi-'2>o ) ^ Dat : tfS-fb^fi^Jtt^bt (FAB I 
FAB-MS, ESI : ESI-MS> EI : EI-MS, NMR : > )\^ (DMSO-de. TMSF«3SI5«*tl 

u^<DmM&\z r*j •^m^Ltzit^m^t, '^mm.^&<om^\^tzmm<DT-^\zm 

»ilgiSfe#^^'Dvh^7 7-f-tCj:^^*f^#4r^1-o Proc.A: (*7A : CHIRALPAK AD 
-H[0.46 cm I.D. x25 cm], ^ ^ J - )V/V ::^'J-)Vr < = 100/0.1, jtii : 0.5 m 

1/min, M : 20t:, : 260 nM) , Proc.B : 7 A : CHIRALPAK OJ[0.46 cm I.D. x 
25 cm], W^a^ y - ;v/ v^x.f-;WT 5 >' = 100/0.1, »£iS:0.3 ml/min, : 40*0 
; : 264 nM) , Proc.C : 7 A : CHIRALPAK AD-H [0.46 cm I.D. x25 cm], ^Ibffl 
^ ^:aE^-9-;//i^'y-;W/h Vi-3f-;V7? ^^=50/50/0.05, iJEii : 1.0 ml/min, iSJg : 25*0 
, at« : 257 nM) o 
[0 0 3 9] 
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KllX 


Koyn 


R 


«10 


Dat 


24 


1-a 


2'-F 


-Ft 


F^T ' 1 7 n\/f+H^'*' 


25 


1-a 


3'-F 


-Ft 


FAR • '^17 i^+H^"*" 


26 


1-a 


4'-F 


-Ft 


FAR • 1 7 rN/T+TT^'** 


27 


1-a 


2'-Cl 


-Ft 


FAR • '^'^'^ fM+fn* 


28 


1-a 


3'-Cl 


-Ft 


FAR • '^'^'^ n^+H'i'*' 


29 


1-a 


4'-Cl 


-Ft 


FAR • '^'^1 /A4+frV'** 


3d 


1-a 


3*-Me 


-Ft 


FAR • '11 Z^+tT^'*' 


31 


1-a 


3'-0Me 


Ft 


FAR • "^9^ CMS^ 


32 


1-a 


4'-OMe 


Ft 


FAR * ^^90 /'M+H^'*' 


33 


1-a 


2'-Et 


Ft 
-HI 


FQT • ^97 /A/l+fTV^ 


34 


1-a 


2'-CF3 


Ft 


FAR • ^A7 n^+H^* 


35 


1-a 


2'-F, 5'-Me 


Ft 


FQT • '^'^1 r^/f+TT^**" 
Hoi ■ DJi ^ivi^n.^ 


36 


1-a 


2'-Me, 5'-Me 


-Hi 


"PQT • ^^97 rM+TT^'*' 
Hoi • oJLi yjyy^tx) 


37 


1-b 


2'-F 


-rl 




38 


1-b 


3'-F 


-o 




39 


l-D 


4 -r 


-H 


FAB • 261 fM+H>^ 


40 


1-b 


2'-Cl 


-H 


FAB : 277 (M+H)'' 


41 


1-b 


3'-Cl 


-H 


FAB : 277 (M+H)* 


42 


1-b 


4'-Cl 


-H 


FAB : 277 (M+H)* 


43 


1-b 


3'-Me 


-H 


FAB : 257 (M+H)^ 


44 


1-b 


3'-0Me 


-H 


FAB : 271 (M-H)- 


45 


1-b 


4'-0Me 


-H 


FAB : 273 (M+H)* 


46 


1-b 


2'-Et 


-H 


FAB : 269 (M-H)" 


47 


1-b 


2'-CF3 


-H 


FAB : 309 (M-H)" 


48 


1-b 


2'-F. 5'-Me 


-H 


ESI : 273 (M-H)- 


49 


1-b 


2'-Me, 5'-Me 


-H 


FAB : 269 (M-H)- 



[0 0 4 01 
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REx 


RSy 
n 




R2 


Rio 


Dat 


50 


1-c 


5-F 


TT 

-rl 


TT 

-rl 


FAB ' 242 (MS 


51 


1-c 


7-F 


TT 

-rl 


TT 

-rl 


FAB : 243VM+H)^ 


52 


1-c 


8-F 


-rl 


TT 
-11 


FAB • 243 (M+H)* 


53 


1-c 


5-Cl 


TT 

-rl 


-Jl 


FAB : 259 (M+H)* 


54 


1-c 


7-Cl 


TT 

-rl 


-rl 


FAB : 259 (M+H)* 


55 


1-c 


8-Me 


TT 

-rl 


TT 

-rl 


FAB • 239 (M+H)^ 


56 


1-c 


5-Et 


TT 


-rl 


FAB • 251 (M-HV 


57 


1-c 


5-CF3 


TT 

-H 


TT 

-rl 


FAB • 291 fM-H)' 


58 


1-c 


7-OMe 


TT 

-H 


-rl 


FAB • 255 fM+H)^ 


59 


1-c 


5-F, 8-Me 


TT 

-ri 


TT 

-rl 


ESI • 255 fM-HV 


60 


1-c 


5-Me, 8-Me 


TT 


TT 

-rl 


FAB • 251 (M-H)' 


61 


1-c 


TT 

-H 


I -CI 


TT 

-rl 


FAB : 259 (M+H)^ 


62 


1-c 


TT 

-H 




TT 

-rl 


FAB : 259 (M+H)^ 


63 


2 


5-F 


TT 

-H 


-lit 


FAB • 271 fM+H)^ 




2 




-H 


-Et 


FAB : 271 (M+H)* 


65 


2 


5-Me 


-H 


-Me 


FAB : 253 (M+H)* 


66 


2 


6-OMe 


-H 


-Et 


FAB.:283(M+H)* 


67 


2 


8-OMe 


-H 


-Et 


FAB : 283 (M+H)* 


68 


2 


-H 


1-Cl 


-Et 


FAB : 287 (M+H)* 


69 


2 


-H 


3-Cl 


-Et 


FAB : 287 (M+H)* 


70 


4-b 


6-CI 


-H 


-CH2CH=CH2 


FAB : 299 (M+H)* 


71 


4-b 


8-CI 


-H 


-CH2CH=CH2 


FAB : 299 (M+H)* 


72 


7-b 


5-CH2NMe2 


-H 


-Me 


FAB : 296 (M+H)"^ 


73 


8-a 


5-CH2OAC 


-H 


-Me 


FAB: 311 (M+H)* 


74 


8-c 


5-CH20Me 


-H 


-Me 


FAB : 283 (M+H)"" 



[0 0 4 11 
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1^31 

5 



REx 


RSyn 


r' 




R« 


R'° 


Dat 


75 


4-a 


-H 


-Et 


-OH 


-H 


FAB : 253 (M-H)- 


76 


4-a 


-H 


-Bu 


-OH 


-H 


ESI : 281 (M-H)- 


77 


4-a 


5-F 


•Me 


-OH 


-H 


FAB : 257 (M-H)" 


78 


4-a 


5-Me 


-Me 


-OH 


-H 


EI : 254 (M)* 


79 


4-a 


5-Et 


-Me 


-OH 


-H 


FAB : 267 (M-H)* 


80 


4-a 


5-CF3 


-Me 


-OH 


-H 


FAB : 307 (M-H)" 


81 


4-a 


8-Me 


-Me 


-OH 


-H 


FAB : 253 (M-H)' 


82 


4-a 


5-F, 8-Me 


-Me 


-OH 


-H 


FAB : 271 (M-H)' 


83 


4-a 


5-Me, 8-Me 


-Me 


-OH 


-H 


FAB : 267 (M-H)" 


84 


4-b 


-H 


-Et 


-OH 


-Me 


FAB:269(M+H)* 


85 


4-b 


-H 


-(CH2)30H 


-OH 


-Me 


FAB : 297 (M-H)" 


86 


4-b 


5-F 


-Me 


-OH 


-Me 


E!:272(M)* 


87 


4-b 


8-Me 


-Me 


-OH 


-Me 


EI : 268 (M)* 


88 


4-b 


5-F. 8-Me 


-Me 


-OH 


-Me 


FAB : 285 (M-H)" 


89 


4-c 


-H 


-Et 


-OMe 


-Me 


FAB : 283 (M+H)* 


90 


4-c 


5-F • 


-Me 


-OMe 


-Me 


FAB : 287 (M+H)"" 


91 


4-c 


8-Me 


-Me 


-OMe 


-Me 


FAB : 283 (M+H)* 


92 


4-c 


5-F, 8-Me 


-Me 


-OMe 


-Me 


FAB : 301 (M+H)* 


93 


5 


-H 


-Me 


-0(CH2)20Me 


-Me 


EI: 312 (M)* 


94 


7-b 


5-F, 
8-CH2-NMe2 


-Me 


-OMe 


-Me 


FAB : 344 (M+H)* 


95 


7-b 


5-F, 
8- lyie 


-Me 


-OMe 


-Me 


FAB : 388 (M+H)* 


96 


14-e 


-H 


-CHiOMe 


-CH20Me 


-H 


ESI : 297 (M-H)- 


97 


14-e 


-H 


-(CH2)20Me 


.(CH2)20Me 


-H 


ESI : 325 (M-H)' 


98 


14-e 


-H 


-(CH2)20Bn 


-{CHihOBn 


-H 


ESI : 477 (M-H)' 


99 


1-b 


-H 


-F 


-H 


-H 


FAB : 227 (M-H)* 



[0 0 4 2] 
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1*4] 



100 


1-b 


-H 


-NHAc 


-H 


-H 


FAB : 268 (M+H)* 


101 


1-b 


-H 


-NHBOC 


-H 


-H 


FAB : 338 (M-H)' 


102 


1-b 


-H 


-(CH2")30H 


-OH 


-H 


EI : 284 (Mf . 


103 


1-b 


-H 


-CH2OTBS 


-CH2OTBS 


-H 


FAB : 499 (M+H)* 



[0 0 4 31 
1*5] 




REx 


RSyn 


R" 


R' 


Rio 


Dat 


104 


13-a 


-H 


-F 


-H 


FAB : 286 (M+H)* 


105 


13-a 


-Me 


-H 


-Pr 


FAB : 296 (M+Hf 



10 0 4 

m( 


141 
)] 






J20 






RSyn 




R" 




Dat 


106 


5 


-CHiOMe 


-CH20Me 


-H 


ESI : 255 (M+H)* 


107 


14-b 


-fCH2)2(XCH2)2- 


-Me 


FAB : 251 (M+H)" 


108 


14-c 


-CH20Me 


-CH20Me 


-Br 


ESI : 332QA+W, 
334 (M+H+2t 


109 


14-c 


-(CH2)20Me 


-(CH2)20Me 


-Br 


FAB : 361(M+H)^ 
363 rM+H+2)* 


110 


14-c 


-(CH2)2- 


-Br 


EI : 270(^D\ 
2n(M+2Y 


111 


14-d 


-CH20Me 


-CH20Me 


-CN 


ESI : 280 (M+H)* 


112 


14-d 


-(CH2)20Me 


-(CHzhOMe 


-CN 


ESI : 308 (M+H)* 


113 


14-d 


-(CH2)2- 


-CN 


FAB:218(M+H)^ 


114 


17-a 


-(CH2)20Me 


I -rCH2)20Me 


-H 


FAB : 283 (M+Hf 



[0 0 4 5] 
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1^71 




Ex 


Syn 




Dot 


1 

X 


1 


TT 

-xl 


NMR : 7.42 (IH. t, J= 8.3 Hz), 7.62-7.67 (2H, m), 
8.31 OH, s). : FAB : 266 fM+H>* 


z 


Z 


o-jyie 


NMR : 2.42 (3H, s), 7.22 (IH, d, J= 7.3 Hz), 8.29 
(IH, s). ; FAB : 280 (M+H)* 


9 






NMR : 7.45-7.55 (3H, m), 7.73 (IH, d, J= 7.3 Hz), 
8.36 (IH, s). ; FAB : 284 (M+H)* 


1 n 




/-r 


NMR : 7.46-7.51 (2H, m), 8.28 (la dd, J= 7.8, 1.5 
Hz). 8.31 (IH, d, J= 1.2 Hz). ; FAB : 284 (M+H) 


1 1 




ft 17 


NMR : 7.21 (IH, ddd, J= 9.8, 8.3, 2.5 Hz), 7.70 (IH, 
dd, J= 8.3, 5.3 Hz), 8.31 (IH, s). ; FAB : 284 (M+H) 






1 r^i 


NMR : 7.43 (IH, t, J= 6.8 Hz), 7.62-7.69 (3H, m), 
7.75(1H, d, y = 7.8 Hz). : FAB : 300 (M+H) 








NMR : 7.44 (IH, t, J = 7.3 Hz), 7.79 (IH, s), 7.94(1H. 
s). ; FAB : 300 (M+H)* 


1 it 
14 






NMR : 7.44 (IH, t, J= 7.8 Hz), 8.18 (IH. d, J= 7.8 
Hz), 8.37 (IH, d, J= 1 .0 Hz). ; FAB : 300 (M+H) 


1 c 

1!> 






NMR : 7.64 (IH, d, J= 1.9 Hz), 7.84-7.89 (2H. m), 
8.32 (IH, s), : FAB : 300 (M+H) 






j-jvie 


NMR : 2.61 (3H, s), 7.31 (IH, t, J= 7.6 Hz), 8.33 (IH, 
d, J= 0.9 Hz). ; FAB : 280 (M+H)* 


17 




5-Et 


NMR : 1.29 (3H, t, J= 7.3 Hz), 7.36 (IH, t,J= 7.3 
xlz), 0.33 (IJH, u, ./ — 1.*!' ilZj. , r/VD . Zi^H uvi^xi; 


18 




7-OMe 


NMR : 3.85 (3H, s), 7.69 (IH, d, / = 7.8 Hz), 8.26 
(1H.S).;FAB:296(M+H)* 


19 


2 


6-Cl 


NMR : 7.64 (IH, d,J= 7.3 Hz), 8.02 (IH, d, J= 1.5 
Hz), 8.33(1H, s). ; FAB : 300 (M+H)* 


20 


2 


8<;i 


NMR : 7.40 (IH, d, J= 7.8 Hz), 7.63 (IH, t, J= 7.8 
Hz), 8.32(1H, s). ; FAB : 300 (M+H)* 


21 


2 


8-Me 


NMR : 2.56 (3H, s), 7.19 (IH, d, 7 = 7.8 Hz), 8.27 
(lH,s).;FAB:280(M+H)* 


22 


2 


6-OMe 


NMR : 3.92 (3H, s), 6.90 (IH, dd, J= 8.3 Hz, 2.0 Hz), 
8.26-8.27 (2H, m). ; FAB : 296 (M+H)* 


23 


2 


8-OMe 


NMR : 3.91 (3H, s), 7.61 (IH, t, J= 8.1 Hz), 8.26 (IH, 
s). ; FAB : 296 (M+H)* 


24 


2 


5-CH2NMe2 


NMR : 2.45 (6H, s), 3.66 (2H, s), 8.32 (IH, d, y= 1.0 
Hz). ; FAB : 323 (M+H)* 



10 0 4 61 
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25 


2 


8-CH2NMe2 


NMR : 2.21 (6H, s), 3.85 (2H, s), 8.25 {IH, d, J = l.t 
Hzy ;FAB:323(M+H)^ 


26 


2 


5-CH2OH 


NMR : 4.84 (2H, d, J= 4.4 Hz), 7.41 (IH, t, J= 7.4 
Hz). 8.32 (IH, d. J= 1 .4 Hz). : FAB : 296 (M+H) 


27 


2 


8-CH2OH 


NMR : 4.94 (2H, d, J= 5.9 Hz), 7.55 (IH, dd, J= 7.8, 
1 .0 Hz), 8.25 (IH, s). ; FAB : 295 (M)* 


28 


2 


5-CH20Me 


NMR : 3.42 (3H, s), 4.75 (2H, s), 8.34 (IH, d. J= 1.4 
Hz). ; FAB: 310 (M+H)* 


29 


2 


8-CH20Me 


NMR : 3.40 (3H, s), 4.86 (2H, s), 8.26 (IH, s). ; FAB : 
310 (M+H)* 



(0 0 4 71 
1^91 




Ex 


Syn 




Sal 


Dat 


3 


3 


-H 


HCl 


NMR : 5.59 (IH, s), 7.40-7.49 (2H, m), 8.23-8.28 
(2a m). : FAB : 268 (M+H)"^ 


30 


3 


5-F 


HCl 


NMR : 5.67 (IH, s), 7.30 (IH, t, J= 8.3 Hz), 8.28 
(lH,s). ;FAB:286(M+H)* 


31 


3 


7-F 




NMR : 5.49 (IH, d, J= 7.3 Hz), 7.1.8^.26 (IH, m), 
8.32 (IH, s). ; FAB : 286 (M+H)* 


32 


3 


8-F 




NMR : 5.48 (IH, d, J= 7.8 Hz), 7.14 (IH, ddd, J= 
9.8, 8.3, 2.4 Hz). 8.33 (IH, s). : FAB : 286 (M+H) 


33 


3 


1-Cl 


HCl 


NMR : 5.67 (IH, s), 7.43-7.49 (2H, m), 7.65 (IH, 
dd. J= 6.3. 2.0 Hz). ; FAB : 302 (M+H)* 


34 


3 


3-Cl 


HCl 


NMR : 5.56 (IH, s), 7.42-7.48 (2H, m), 8.13 (IH, 
s). : FAB : 302 (M+H)* 


35 


3 


5-Cl 


HCl 


NMR : 5.63 (IH, s), 7.65 (lH,d, J= 6.8 Hz), 
8.29-8.31 (2H, m). ; FAB : 302 (M+H)* 


36 


3 


6-Cl 


HCl 


NMR :5.59 (IH, s), 7.47 (IH, dd,y= 8.1. 1.7 Hz), 
8.08-8.10 (2H, m),. ; FAB : 302 (M+H)* 


37 


3 


7-a 


HCl 


NMR : 5.59 (IH, d, J= 7.3 Hz), 7.65 (lH,s), 8.27 
(IH, s). ; FAB : 302 (M+H)* 


38 


3 


8-Cl 


HCl 


NMR : 5.70 (IH, s), 7.49 (IH, t, J= 7.8 Hz), 8.25 
(IH. s). : FAB : 302 (M+H)* 


39 


3 


.5-Me 


HCl 


NMR : 2.67 (3H, s), 5.54 (IH, s), 8.27 (IH, s). ; 
FAB : 282 (M+H)* 



10 0 4 81 
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40 


3 


6-Me 


HCl 


NMR : 2.41 (3H, s), 5.54 (IH, s), 8.22 (IH, s). ; 


41 


3 


8-Me 


HCl 


NMR : 2.50 (3H, s\ 5.64 (IH, s), 8.20 (IH, s). ; 
rAB : 2o2 (M+H) 






5-Et 




NMR : 1.28 (3H, t, 7= 7.3 Hz), 5.42 (IH, d, J= 7.3 
Hz), 0.34 (iH, s). ; rAD : (M+rlj 


41 


3 
•J 


6-OMe 


HCl 


NMR : 3.85 (3H, s), 5.52 (IH, s), 8.21 (IH, s). ; 
FAB ; 2yo (M+Jrl) 


44 




7-OMe 


HCl 


NMR : 3.85 (3H, s), 5.53 (IH, s), 8.20 (IH, s). ; 
FAB : 2*/o (M+rl) 




3 


8-OMe 


HCl 


NMR :3.89 (3H, s), 5.66 (2H, brs), 8.20 (IH, s). ; 
FAB : 29S (M+H) 


46 


3 


S-CHjNMez 


2HC1 


NMR : 2.85 (6H, s), 5.58 (IH, s). 8.32 (IH, s). ; 
FAB : 325 (M+H) 


47 


3 


8-CH2NMe2 


2HC1 


NMR : 2.79 and 2.85 (6H, s and s), 5.99 (IH, s), 
8.33 (IH, s). ; FAB : 325 (M+H)* 


48 


3 


5-CH2OH 


HCl 


NMR : 4.89 (2H, s), 5.56 (IH, s), 8.24 (IH, s). ; 
FAB : 298 (M+H)^ 


49 


3 


8-CH2OH 


HCl 


NMR : 4.84 (2H, s), 5.69 (IH, s), 7.44-7.50 (2H, 
m). : FAB : 298 (M+H)* 


50 


3 


5-CH20Me 


HCl 


NMR : 3.39 (3H, s), 5.57 (IH, s), 8.23 (IH, s). ; 
FAB:312(M+H)^ 


51 


3 


8-CH20Me 


HCl 


NMR : 3.39 (3H, s), 5.69 (IH, s). 8.24 (IH, s). ; 
FAB:312(M+H)^ 
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Ex 


Syn 


R' 


R« 


Sal 


Dat 


4 


4 


-H 


-CI 




NMR : 6.26 (IH, s), 7.40-7.45 (IH, m). 
8.36 f IH. s). : FAB : 286 (M+H)* 


5 


5 


-H 


-NH2 


2HC1 


NMR : 5.54 (IH, brs), 7.54 (IH, dt, J= 
7.3, 1.0 Hz), 8.61 (IH, s). ; FAB : 267 
(M+H)* 


6 


6 


-CH2OH 


-CH2OH 


HCl 


NMR : .3.78 (4H-, s), 7.38-7.46 (2H, m), 
8.34 (IH, d, J= 0.9 Hz). ; FAB : 312 

(M+H)* 
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52 


1 


-H 


-H 




8.31 (IH, s). ; FAB : 252 (bA+Hf 


53 


1 


-H 


-Me 


HCl 


NMR : 1.54 (3H, d, J= 7.3 Hz). 4.07 
^111, q, «/ — /.-J MZ^, o.*ty vin, s^, , 
FAB : 266 (M+H)* 


54 


1 


-H 


-F 


HCl 


(IH, t,/= 7.8 Hz), 8.36 (IH, s). ; 


55 


1 


-H 


-NHCOCH3 


HCl 


NMR : 1 .98 (3H, s), 6.1 1 (IH, d, J= 
7.3 Hz), 8.14 (IH, s). ; FAB : 309 

yrvrr it) 


56 


1 


-OH 


-Me 


HCl 


NMR : 1.64 (3H, s), 7.39-7.43 (2H, m), 
8.26 (IH. d. J= 1.4 Hz). ; FAB : 282 


56a 




-OH 


-Me 


HCl 


RT:7.39,Proc.A: 
FAB : 282 (M+H) 


56b 




-OH 


-Me 


HCl 


FAB : 282 (M+H)* 


57 


1 


-OH 


-Et 


HCl 


NMR : 0.42 (3H, t, J= 7.3 Hz), 

0 flA_0 1 fi OH tY»^ RIO ^IW H /= 1 ft 

Hz). : FAB : 296 (M+H)* 


58 


1 


-OH 


-Bu 


HCl 


(2H, m). 8.18 (IH, bra) ; FAB : 324 


59 


1 


-S(CH2)2S- 


HCl 


NMR : 3.83-3.90 (4H, m), 7.46-7.50 
(2H, m), 8.57 (3H, m) ; FAB : 342 


60 


1 


-0(CH2)3- 


HCl 


NMR : 2.25-2.44 (4H, m), 7.39-7.46 

(^Zriy mj, O.J / v^lri, a, «/ — l.j nz^. , 
FAB : 308 (M+Hf 


60a 




-0(CH2)3- 


HCl 


RT : 14.34, ProcB ; 
FAB : 308 (M+H)* 


60b 




-0(CH2)3- 


HCl 


RT : 18.66, ProcB ; 
FAB : 308 (M+H)^ 


61 


1 


-CH20Me 


-CHiOMe 


HCl 


NMR : 3.17 (6H, s), 3.45 (4H, s), 8.39 
(IH, d, J= 1.0 Hz). ; FAB : 340 
(M+H)* 


62 


1 


-(CH2)20Me 


-(CH2)20Me 


HCl 


NMR : 2.33-2.48 (4H, m), 2.87 (6H, s), 
8.56 (IH, s). : FAB : 368 (M+Hf 


63 


1 


-(CH2)2- 


HCl 


NMR : 1.81-1.86 (2H, m), 7.27-7.31 
(IH, m), 8.20 (IH, d, 1.4 Hz). ; 
FAB : 278 (M+H)* 
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64 


1 


-(CH2)4- 


HCl 


NMR : 1.94-2.02 (2H, m), 7.38-7.45 
(2H, m), 8.40 (IH, s),. ; FAB : 306 
(M+H)"^ 


65 


1 


-OH 




HCl 


NMR : 1.37 (2H, d, J= 1.7 Hz), 
7.40-7.46 (2H, m), 8.12 (IH, s). ; 
FAB : 352 fM+H)^ 


66 


1 


-H 






NMR : 4.12 (IH, d, 7=3.0 Hz), 
7.43-7.48 (2H, m), 8.30 (IH, s). ; FAB : 
335 (M.+m* 


67 


1 




HCl 


NMR : 3.21-3.24 (2H, m), 7.43-7.45 
(2H, m), 8.57 (IH, s). ; FAB : 334 
(M+W 


68 


2 


-OH 


-0CH20Me 




NMR • 1 64 f3H. s), 3.04 (3H, s), 8.24 
(IH, d, J= 1.5 Hz). ; FAB : 326 


69 


2 


-OH 


-0(CH2)20Me 


HCl 


NMR • 1 67 f3H s\ 3.13 (3H, s), 
8.22-8.24 (3H, m). ; FAB : 340 (M+H) 


70 


2 


-OH 


-0(CH2)36h 


rlCl 


NMR : 0.87-0.94 (2H, m), 3.19 (2H, t, J 
= 66 Hz^ 8 17 (lU, s). ; FAB : 


71 


2 


-OMe 


-Me 




NMR : 1.67 (3H, s), 2.65 (3H, s). 8.30 
CIH d J= 1 5 Hz> : FAB : 296 
fM+H)* 


72 


2 


-OMe 


-Et 


HCl 


NMR : 0.43 (3H, t, J= 7.6 Hz), 2,68 
rtH s'i 8 17 flH d J= 1.5 Hz). ; 
FAB:310(M+H)'' 


73 


2 


-OMe 


-OMe 




NMR : 3.29 (6H, s), 7.36 (IH, dt, J= 
0.9, 7.6 Hz). 8.24 (IH, s). ; FAB : 312 
(M+H)* 


74 


2 


-0(CH2)20- 




NMR : 4.33-4.42 (4H, m), 7.32 (IH, dt, 
J= 1 .0. 7.3 Hz), 8.21 (IH, s). ; FAB : 
310 (M+H)* 


75 


2 


-(CH2)20(CH2)2- 


HCl 


NMR : 1.76 (2H, dt, J= 13.7 Hz, 4.9 
Hz), 4.06-4.1 1 (4H, m), 8.52 (IH, s). ; 
FAB : 322 (M+H)* 


76 


2 


-(CH2)2NMe(CH2)2- 


2HC1 


NMR : 1.63-1.71 (2H, m), 2.54 (3H, s), 
8.92 (IH. s). : ESI : 335 (M+H)* 
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Ex 


Syn 


r' 


i>7 

R 


R 


Sal 


jja.1 


77 


1 


5-F 


-OH 


-Me 


HCl 


NMR: 1.69 (3H,s), 7.25-7.30 
(lH,m), 8.29 (lH,d,J=1.5 
Hz). ; FAB : 300 (M+H) 


78a 




5-F 


-OH 


-Me 


HCl 


RT : 3.97, Proc.C ; 
FAB : 300 (M+m* 


78b 




5-F 


-OH 


-Me 


HCl 


RT : 5.78, Proc.C ; 
FAB : 300 (M+H)* 


79 


1 


5-Me 


-OH 


-Me 


HCl 


NMR: 1.62 (3a s), 2.66 (3H, 
s), 8.28 (IH, s). ; FAB : 296 


80 


1 


5-Et 


-OH 


-Me 


HCl 


NMR: 1.29 (3H,t,V= 7.3 
Hz), 1.61 (3H,s), 8.26 (IH, d, 
J= 1.9 Hz). ; FAB : 310 
(M+H)"" 


81 


1 


5-CF3 


-OH 


-Me 


HCl 


NMR : 1.67 (3H, s), 7.65 (IH, 
t,J= 7.8 Hz), 8.37 (IH, d, J= 
1.4 Hz). : FAB : 350 (M+H)* 


82 


1 


8-Me 


-OH 


-Me 


HCl 


NMR : 1.69 (3H, s), 2.55 (3H, 
s), 8.23 (IH, d, J= 1.5 Hz). ; 
FAB : 296 (M+H)* 


83 


1 


5-Me, 8-Me 


-OH 


-Me 


HCl 


NMR : 1.67 (3H, s), 2.53 (3H, 
s), 2.67 (3H, s) ; FAB : 310 
(M+H)* 


84 


1 


5-F, 8-Me 


-OH 


-Me 


HCl 


NMR : 1.70 (3H, s), 2.53 (3H, 
FAB : 314 (M+H)* 


85 


1 


5-F 


-S(CH2)2S- 


HCl 


NMR : 3.87 (IH, dt, J= 1 1.0, 
3.9 Hz), 3.89 (la dt, J= 1 1 .0, 
5.8Hz),8.64(lH,d,J=1.5 
Hz).; FAB: 360 (M+H)* 


86 


1 


5-F 


-(CH2)20(CH2)2- 


HCl 


NMR: 1.74-1.80 (2H,m), 
7.32 (lH,t,/=8.3Hz),8.54 
(IH, s). ; FAB : 340(M+H)* 


87 


2 


5-F 


-OMe 


-Me 


HCl 


NMR : 1.69 (3H, s), 2.67 (3H, 
s),8.32(lH, d,J=1.5Hz).; 
FAB:314(M+H)* 


88 


2 


8-Me 


-OMe 


-Me 


HCl 


NMR : 1.72 (3H, s), 2.68 (3H, 
s), 8.22(lH,d,J=1.5Hz).; 
FAB: 310 (M+H)* 
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89 


2 


5-F, 
8-CH2NMe2 


-OMe 


-Me 


2HC1 


NMR : 1 .81 (3H, s), 2.76 (3H, 
s), 8.42 (lH,s).; FAB: 371 
(M+H)* 


90 


2 


5-F, 
8- ly'e 


-OMe 


-Me 


2HC1 


NMR : 1.81 and 1.82 (3H, s 
and s), 2.77 and 2.78 (3H, s 
and s), 2.84 and 2.85 (3H, s 
and s). ; FAB : 415 (M+m 



[0 0 5 41 
imi 6] 




Rx 


Syn 






Sal 


Dat 


7 


7 


-H 


-CH2OH 


HCl 


NMR : 4.91 and 4.93 (2H. s and s), 7.45-7.56 
(2H, m), 7.63-7.74 (2H. m). ; FAB : 31 1 


91 


2 


-H 


-H 


HCl 


NMR : 7.51 (IH, dt, J= 7.3, 1.0 Hz), 7.59 
(IH, dt, y = 7.3, 1.0 Hz), 8.36 (IH, s). ; 
FAB : 281 (M+H)* 


92. 


2 


-Me 


-H 


HCl 


NMR : 4.24 and 4.25 (3H, s and s), 7.44-7.65 
<2H, m), 8.22-8.36 (2H, m Hz). ; FAB : 
2950^+^ 


93 


2 


-H 


-F 




NMR : 7.29-7.61 (2H. m), 7.78-7.84 (IH, 
m). 8.18-8.29 r2H. m). : FAB : 299 (M+H) 


94 


7 


-H 


-CH2NMe2 


2HC1 


NMR : 2.87 (6H, s), 4.83 (2H, s), 7.44-7.65 
dH,m).;FAB:338(M+H)^ 


95 


7 


-H 


-CHiOMe 


HCl 


NMR : 3.41 and 3.42 (3H, s and s), 4.82 and 
4.84 (2H, s and s), 7.43-7.60 (2H, m). ; 
FAB : 325 (M+H)* 
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Ex 


Syn 






Sal 


Dat 


8 


8 


H 


" Me 




NMR : 0.94-0.99 (6H, m), 4.20 (IH, d, 
J = 4.0 Hz), 5.54 (IH, s) ; FAB : 350 


96 


1 


Me 




HCl 


NMR : 1.63 (3H, s), 3.18 (6H,s), 8.16 
(lH,s);FAB:310(M+H)* 


97 


1 


Me 


-^"^ 


HCl 


NMR : 1.21 (6H, t, J= 6.8 Hz), 1.63 
(3H, s), 8.16 (IH, s) ; FAB : 338 
(M+H)* 


98 


1 


Me 


-ft 




NMR : 1.59 (3H, s), 3.80 (2H, t,J= 8.8 
Hz), 8.24 (IH, brs); FAB : 309 (M+Hf 


99 


1 


Me 




HCl 


NMR : 1.61 (3H, s), 3.42 (2H, t, J- 8.8 
Hz), 8.27 (IH, brs). ; FAB : 325 


100 


1 


Me 


H 
H 




NMR : 1.62 (3H, s), 6.83 (2H, s), 8.26 
(IH, d, J= 0.8 Hz). ; FAB : 306 

(M+Hf 


101 


1. 


Me 


-5 




NMR : 1.64 (3H, s), 7.29 (IH, d, J= 
3.6 Hz), 8.31 (IH, d, J= 1.6 Hz). ; 
FAB : 323 (M+H)+ 


102 


1 


Me 






NMR : 1 .61 (3H, s), 7.91 (IH, d, 7 = 
7.6 Hz), 8.23 (IH, d, J= 1.6 Hz). ; 
FAB : 307 (M+H)^ 


103 


1 


Me 






NMR : 1.64 (3H, s), 7.94 (IH, d, J= 
7.8 Hz), 8.23 (IH, d, J= 1.6 Hz). ; 
FAB : 308 (M+H)* 


104 


1 


Me 






NMR : 1.60 (3H, s), 7.90 (IH, dd, J= 
8.0, 1 .6 Hz), 8.07 flH, d, y = 1 .2 Hz). ; 
FAB : 240 (M+H)* 
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Sal 


Dat 


105 


1 




HCl 


NMR : 4.26 (2H, s), 7.36-7.46 
(2H,m),8.25 (lH,d, 7=7.8 
Hz).;FAB:252(M+H)'' 


106 


1 




HGl 


NMR : 4.01 (2H, s). 7.36-7.44 
(2H, m), 7.83-7.91 (IH, m). ; 
FAB : 252 (M+H)* 


107 


1 






NMR : 7.33-7.39 (2H, m), 7.75 
(IH, dd, J= 8.0, 1.2 Hz), 8.04 
(IH, d, J= 7.6 Hz). ; FAB : 266 

(M+H)* 


108 


1 




HCl 


NMR : 7.47 (IH, t, J= 7.4 Hz). 
7.68-7.73 (2H, m), 8.67 (IH, 
s). ; FAB : 266 (M+H)* 


109 


3 




HCl 


NMR : 5.51 (IH, s), 7.35-7.44 
(2H,m), 7.83(lH,d,J=7.1 
Hz). ; FAB : 268 (M+H)"^ 


110 


3 




HCl 


NMR : 5.59 (IH, s), 7.39 (IH, t, 

y=7.4Hz),8.74(lH,s).; 

FAB:268(M+H)* 
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[HI] 

250 



[1112] 



[HIS] 




3>t>a— 5-HT IBIfi« i 
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